Repeat kidney transplant recipients with active rejection have elevated donor-derived cell-free DNA
In 2015, 13% of recipients of kidney transplants in the United States were recipients of repeat transplants for prior allograft failure. 1 Compared to single kidney transplant recipients (SKTRs), these repeat kidney transplant recipients (RKTRs) have inferior graft survival and a higher risk of rejection.
1,2 Despite these risks, transplant patients benefit from a repeat transplant compared to dialysis support. 3 The use of noninvasive biomarkers of allograft injury may optimize the care of RKTRs.
Donor-derived cell-free DNA (dd-cfDNA) has established utility in diagnosing the probability of active rejection in SKTRs, 4 but its value in RKTRs remains undetermined. In this study, we evaluated the dd-cfDNA in patients with more than one kidney transplant. We compared the levels of dd-cfDNA in 12 RKTRs to levels in 202 SKTRs. These cohorts were drawn from the Circulating Donor-Derived Cell-Free DNA in Blood for Diagnosing Acute Rejection in Kidney Transplant Recipients (DART) study (ClinicalTrials.gov Identifier: NCT02424227), 4 where surveillance for rejection began less than 2 months posttransplant and there was no clinically indicated biopsy at the first visit and no rejection while on the study. Of the 12 RKTRs, 11 patients had 2 and one patient had 3 kidney allografts in situ. Median dd-cfDNA in the RKTR surveillance cohort (n = 12) (0.29%) was higher than in the SKTR surveillance cohort (0.19 %, P < .001) ( Figure 1A ). However, both were significantly lower than the established 1% dd-cfDNA rejection threshold. 4 We also examined dd-cfDNA levels in all 11 RKTR patients (9 patients with 2, one patient with 3, and one patient with 4 kidney allografts in situ) at the time of a clinically indicated biopsy of their current allograft. We compared the dd-cfDNA levels in the subset The TCMR median (0.91%) was not significantly higher than the 5 nonrejection median (0.41%) (P = .095), whereas the ABMR median (2.06%) was significantly elevated (P = .032) in this small sample 
R E FE R E N C E S

